^^x^^ (Twice Amended) A\ method of treating subjects suffering 
from HIV (Human Immundpef iciency Virus) infection 



comprising administeri 
effective amount of a 



to the subject a therapeutically 
impound of formula 




XR')n 



(I) 



is (a-1) , then n 



a N-oxide, a pharmaceutically ^acceptable addition salt, or a 
stereochemically isomeric f orm\thereof , wherein 
-a^=a^-a^=a^- represents a bivalent radical of formula 
-CH=CH-CH=CH- 
-N=CH-CH=CH- 
-N=CH-N=CH- 
-N=CH-CH=N- 
-N=N-CH=CH- 
n is 0 , 1 , 2 , 3 or 4 
may also be 5; 

is hydrogen; aryl ; f ormyl ; Ci-galkyicarbonyl ; Ci-ealkyl; Ci- 
ealkyloxycarbonyl ; Ci-galkyl substitixted with f ormyl , Ci- 
ealkylcarbonyl , Ci-galkyloxycarbonyl , \ci_6alkylcarbonyloxy ; 
Ci-galkyloxyCi-galkylcarbonyl substituted with 
Ci-galkyloxycarbonyl ; \ 
each independently is hydroxy, halo, C^-galkyl optionally 
substituted with cyano or -C(=0)R^, C3-7cycloalkyl , Ca-ealkenyl 
optionally substituted with one or more halogen atoms or 
cyano, C2-6alkynyl optionally substituted with one or more 
halogen atoms or cyano, Ci-galkyloxy , Ci-ealkyloxycarbonyl , 



\ 

carboxyl , cyano, nitro, amino, ^mono- or di^^Ci-galkyl) amino, 
polyhalomethyl , polyhalomethyloxy , polyhalpmethylthio , - 



S(=0)pR\ -NH-S(=0)pR\ -C(=0)R\ -NHC(=0)H, 
-NHC (=0) R^, -C (=NH) or a radical of formula 



C (=0)NHNH2, 



(c) 



wherein 



each A independently is N, CH or CR ; 
B is NH, O, S or NR^; 
p is 1 or 2; and 




9 



is methyl, amino, mono- or dimethylamino or 
polyhalVmethyl ; 
L is Ci-ioaJJcyl, C2-ioalkenyl , C2-ioalkynyl , Ca-vcycloalkyl , 

whereby ea^h of said aliphatic group may be substituted with 
one or twoXsubstituents independently selected from 

* C3_7cycloali 

* indolyl or :^oindolyl, each optionally substituted with 
one, two, thr^e or four substituents each independently 
selected from n^alo, Ci-galkyl, hydroxy, Ci-galkyloxy , 

cyano, aminocarbbnyl , nitro, amino, polyhalomethyl , 
polyhalomethyloxyXand Ci-galkylcarbonyl , 

* phenyl, pyridinyl , ^yrimidinyl , pyrazinyl or pyridazinyl, 
wherein each of saic^aromatic rings may optionally be 
substituted with one,^wo, three, four or five 
substituents each independently selected from the 
substituents defined inV^; or 

L is -X-R^ wherein \ 

R^ is phenyl, pyridinyl, pyrimidinyl, pyrazinyl or 

pyridazinyl, wherein each of\^said aromatic rings may 
optionally be substituted with one, two, three, four or 
five substituents each independently selected from the 
substituents defined in R^; and \ 
X is -NR^-, -NH-NH-, -N=N- , -0-, -c\=0) - , -CHOH- , 
S (=0) - or -S (=0) 2- 
Q represents hydrogen, Ci-ealkyl, halo, polyhaloCi.galkyl or - 

NR^R^ ; and \ 
R"^ and R^ are each independently selected from hydrogen, 
hydroxy, Ci_i2alkyl , Ci-i2alkyloxy , Ci-i2arl^lcarbonyl , 
Ci-i2alkyloxycarbonyl , aryl , amino, mono- or 
di (Ci-i2alkyl) amino, mono- or di (Ci-i2alkyl ) aTninocarbonyl 
wherein each of the aforementioned Ci_i2alkyl^groups may 
optionally and each individually be substituted with one or 
two substituents each independently selected from hydroxy, 
Ci-ealkyloxy , hydroxyCi-ealkyloxy , carboxyl , \V 
Ci-ealkyloxycarbonyl , cyano, amino, imino, mono- ^or 
di (Ci-galkyl) amino, polyhalomethyl, polyhalomethyloxy , 

polyhalomethyl thio, -S (=0)pRS -NH-S (=0)pR^ -C{=0)R^ 
-NHC(=0)H, -C(-0)NHNH2, -NHC ( =0) R^ , -C ( =NH) R^ , aryl aind Het ; or 



^2> 
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a 

inJr 



r4 and^s taken together may form pyrrol idinyl , piper idinyl, 
morphoainyl , or mono- or di (Ci-i2alkyl ) aminoCi_4alkylidene ; 
Y represents hydroxy, halo, C3-7cycloalkyl , C2-6alkenyl 
^ optionally^substituted with one or more halogen atoms, C2- 

galkynyl optionally substituted with one or more halogen 
^ atoms, Ci-eallWl substituted with cyano or -C(=0)R^, 

Ci-ealkyloxy, C^^alkyloxycarbonyl , carboxyl , cyano, nitro, 
amino, mono- or c^^Ci-6alkyl ) amino, polyhalomethyl , 
polyhalomethyloxy , polyhalomethyl thio , -S(=0)pR^, 
-NH-S (=0)pR^ -C(=0)lX^-NHC(-0)H, -C(=0)NHNH2, 
-NHC(=0)R^ -C(=NH)R^ o Aaryl ; 
aryl is phenyl or phenyl su^bstituted with one, two, three, 
four or five substituents e^ch independently selected from 
halo, Ci-ealkyl, Ca-vcycloalky^i , Ci-galkyloxy , cyano, nitro, 
polyhaloCi-galkyl and polyhaloC^alkyloxy ; 
Het is an aliphatic or aromatic he^rocyclic radical; said 
aliphatic heterocyclic radical is sea.ected from pyrrolidinyl , 
piperidinyl , homopiperidinyl , piperazoVnyl , morpholinyl , 
tetrahydrof uranyl and tetrahydrothienylwherein each of said 
aliphatic heterocyclic radical may optionally be substituted 
with an 0x0 group; and said aromatic heteroWclic radical is 
selected from pyrrolyl , f uranyl , thienyl , pyridinyl , 
pyrimidinyl, pyrazinyl and pyridazinyl wherein^each of said 
aromatic heterocyclic radical may optionally be ^^bstituted 
with hydroxy. 



^J)^. (Once Amended) A rftfethod of treating non-nucleoside 
reverse transcriptase inh^3^tor resistant . HIV infection in a 
/ / subject in need thereof com^«.sing administering to the 
^^J^ subject an effective amount of^^ compound having the formula 




(I-a) 



,2a 



a i\r-oxide, an addition salt, or a stereochemrfe^ally isomeric 
form thereof, wherein 
-b^=b^-C (R^^) =b^-b^- represents a bivalent radical^f formula 




I=CH-C (R^*) =CH-CH= 
■N=SM-C (R^^) =CH-CH= 



) =CH-CH= 



(b-1) 
(b-2) 
(b-3) 
(b-4) 
(b-5) 
(b-6) 

\y -N=N-C (R^^) =C^CH= (b-7) 

TTq is 0, 1, 2; or w^ere possible q is 3 or 4 ; 

R^ is hydrogen; ary^ f ormyl ; Ci-ealkylcarbonyl ; Ci-galkyl; Ci- 
galkyloxycarbonyl ; Oa-salkyl substituted with f ormyl , Ci- 
galkylcarbonyl , Ci-gaPlj 



$0 




>kyloxycarbonyl , Ci-galkylcarbonyloxy ; 
Ci-galkyloxyCi-galkylcarbonyl substituted with 
Cx - 6^1 kyl oxy car bony 1 ; 



R^^ is cyano, aminocarbonyl , Viono- or dimethylaminocarbonyl , 
Ci-galkyl substituted with cVano, aminocarbonyl or mono- or 
dimethylaminocarbonyl, C2-6allcfenyl substituted with cyano, or 
C2-6alkynyl substituted with cykno; 
each independently is hydroxy, \alo, Ci-galkyl optionally 
substituted with cyano or -C(=0)rS, C3_7cycloalkyl , Ca-ealkenyl 
optionally substituted with one orNnore halogen atoms or 
cyano, C2-6alkynyl optionally substi^^ed with one or more 
halogen atoms or cyano, Ci-galkyloxy , \i-6alkyloxycarbonyl , 

carboxyl , cyano, nitro, amino, mono- oi^ii (Ci-ealkyl) amino, 
polyhalomethyl , polyhalomethyloxy , polyhalomethylthio, - 



^]^Nmc 



S (=0)pR^ 



-NH-S (=0)pR^ -C(=0)R^ -NHC(=0)h\ -C(=0)NHNH2, 



-NHC (=0) R^, -C (=NH) R^ 



or a radical of formul 
(c) 



wherein 



each A* independently is N, CH or CR 
B is NH, O, S or NR^" 
p is 1 or 2; and 

R^ is methyl, amino, mono- or dimethylamino^ 
polyhalomethyl ; 
L is Ci-ioalkyl, Ca-ioalkenyl , C2-ioalkynyl , Cs-vcycloalkyl ,^ 
whereby each of said aliphatic group may be substitute? 
one or two substituents independently selected from 
* C3_7Cycloalkyl , 




with 



H5 



3 



c 



* iiTOolyl or isoindolyl, each optionally substituted with 
one\ two, three or four substituents each independently 
selected from halo, Ci-galkyl, hydroxy, Ci-galkyloxy , 

cyano,^minocarbonyl , nitro, amino, polyhalomethyl , 
polyhalokiethyloxy and Ci-galkylcarbonyl , 

* phenyl, pw^idinyl , pyrimidinyl, pyrazinyl or pyridazinyl, 
wherein each of said aromatic rings may optionally be 
substituted \ith one, two, three, four or five 
substituents e^ach independently selected from the 
substituents deXined in R^; or 



L is -X-R^ wherein 

is phenyl, pyridiftyl, pyrimidinyl, pyrazinyl or 
pyridazinyl, wherein, each of said aromatic rings may 
optionally be substitHated with one, two, three, four or 
five substituents each\ independently selected from the 
substituents defined in^R^; and 
X is -NR^-, -NH-NH-, -N=N-,\-0-, -C(=0)-, -CHOH- , -S-, - 
S{=0)- or -S(=0)2-; 
Q represents hydrogen, Ci-galkyl ,\ halo , polyhaloCi-galkyl or 
NR^R^ ; and 

r4 and R^ are each independently selected from hydrogen, 
hydroxy, Ci-i2alkyl , Ci-i2alkyloxy ,Ni Ci_i2alkylcarbonyl , 
Ci_i2alkyloxycarbonyl , aryl , amino, \mono- or 
di (Ci-i2alkyl) amino, mono- or di (Ci-i2^1kyl ) aminocarbonyl 
wherein each of the aforementioned Ci_iv2alkyl groups may 
optionally and each individually be substituted with one or 
two substituents each independently selected from hydroxy, 
Ci _ 6 a 1 ky 1 oxy , hy dr oxy C i _ g a 1 ky 1 oxy , c a r boxy l\^ 
Ci-ealkyloxycarbonyl , cyano, amino, imino, mono- or 
di (Ci-galkyl) amino, polyhalomethyl, polyhalomethyloxy , 

polyhalomethyl thio, -S (=0)pRS -NH-S (=0)pR^ -C (=0) R^ 

-NHC(=0)H, -C(=0)NHNH2, -NHC ( =0) R^ , -C ( =NH) R^ , aryl and Het ; or 

\ 

R^ and R^ taken together may form pyrrol idinyl , piperidinyl, 

morpholinyl, or mono- or di (Ci_i2alkyl) aminoCi-4a^kylidene ; 

\ 

Y represents hydroxy, halo, Ca-vcycloalkyl , C2-6alken5;a 

optionally substituted with one or more halogen atoms, C2- 
ealkynyl optionally substituted with one or more harpgen 
atoms, Ci-galkyl substituted with cyano or -C(=0)R^, 




Ci-6alkyl5^y 
amino, monfe- 
polyhalomet 
-NH-S (=0)pR^, 




Ci-ealkyloxycarbonyl , carboxyl, cyano, nitro, 
or di (Ci-ealkyl) amino, polyhalomethyl , 
loxy, polyhalomethyl thio, -S (=0) pR^, 
C (=0) R% -NHC (=0) H, -C (=0) NHNH2 , 
NHC (=0) R^, -C (\nH) R^ or aryl ; 
aryl is phenyl oiAphenyl substituted with one, two, three, 
four or five subs^ituents each independently selected from 
halo, Ci-galkyl, cVvcycloalkyl , Ci-galkyloxy , cyano, nitro, 

polyhaloCi-ealkyl andv polyhaloCi-galkyloxy ; 
Het is an aliphatic or^romatic heterocyclic radical; said 

aliphatic heterocyclic radical is selected from pyrrolidinyl , 

piperidinyl , homopiperidin^^ , piperazinyl , morpholinyl , 

tetrahydrof uranyl and tetrahydrothienyl wherein each of said 

aliphatic heterocyclic radica^l may optionally be substituted 

with an 0x0 group; and said aromatic heterocyclic radical is 

selected from pyrrolyl, f uranyl\ thienyl , pyridinyl , 

pyrimidinyl, pyrazinyl and pyrid^zinyl wherein each of said 

aromatic heterocyclic radical may oiptionally be substituted 

with hydroxy. 

3 

(Once Amended) A method of treating non-nucleoside 

inhibitor resistant HIV-1 infection in a 




reverse transcriptase 

subject in need thereof comprising admi^nistering to the 



1 



subject an effective amount of a compound having the formula 




R' 
I 



(R^)q 



(I-a) A 



>2a 



a N-oxide, an addition salt, or a stereochemica^lly isomeric 

form thereof, wherein \ 

-b^=b^-C (R^^) =b^-b^= represents a bivalent radical Apf formula 

-CH=CH-C(R^^) =CH-CH= (b-1) 

-N=CH-C (R^^) =CH-CH= (b-2) 

-CH=N-C (R^^) =CH-CH= (b-3) 

-N=CH-C(R^^) =N-CH= (b-4) 

-N=CH-C (R^^) =CH-N= (b-5) 
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HI 



-CH=N-C(R^^) =N-CH= (b-6) ; 
=N-C(R^^) =CH-CH= (b-7) ; 
q is 0\ 1, 2; or where possible q is 3 or 4; 

is hydrogen; aryl ; f ormyl ; Ci-galkylcarbonyl ; Ci-galkyl; Ci_ 
^alkyloXycarbonyl ; Ci-galkyl substituted with f ormyl , Ci_ 
galkylcarfejonyl , Ci-galkyloxycarbonyl , Ci-ealkylcarbonyloxy ; 
Ci-6alkylo5^^i_6^1kylcarbonyl substituted with 
Ci-ealkyloxyckrbonyl ; 
R^^ is cyano, amWiocarbonyl , mono- or dimethylaminocarbonyl , 
Ci-ealkyl substiWited with cyano, aminocarbonyl or mono- or 
dimethylaminocarbonyl, C2-6alkenyl substituted with cyano, or 
C2-6alkynyl substituted with cyano; 
each R^ independently hydroxy, halo, Ci-ealkyl optionally 

substituted with cyano^or -C(=0)R^, C3-7cycloalkyl , C2-6alkenyl 

\ 

optionally substituted wit:h one or more halogen atoms or 
cyano, C2-6alkynyl optionaiSly substituted with one or more 
halogen atoms or cyano, Ci-^alkyloxy , Ci-galkyloxycarbonyl , 

carboxyl, cyano, nitro, aminos, mono- or di (Ci-galkyl) amino, 
polyhalomethyl , polyhalomethyloxy , polyhalomethylthio, - 
S (=0)pR^ -NH-S (=0)pR^ -C (=0)R^\-NHC(=0)H, -C(=0)NHNH2, 
-NHC (=0) R^, -C (=NH) R^ or a radical \pf formula 



V 



wherein each A independently is N, CH\or CR^ 
B is NH, O, S or NR^; 
p is 1 or 2 ; and 

R^ is methyl, amino, mono- or dim^ethylamino or 
polyhalomethyl; \^ 
L is Ci-ioalkyl, C2-ioalkenyl , C2-ioalkynyl , C3-7cy^loalkyl , 

whereby each of said aliphatic group may be substituted with 
one or two substituents independently selected\f rom 

* C3_7Cycloalkyl , 

* indolyl or isoindolyl, each optionally substitilted with 
one, two, three or four substituents each independently 
selected from halo, Ci-galkyl, hydroxy, Ci-ealkyloxy , 

cyano , aminocarbonyl , nitro , amino , polyhalomethyl ,^ 
polyhalomethyloxy and Ci-^alkylcarbonyl , 



H9 



phenyl, pyridinyl , pyrimidinyl , pyrazinyl or pyridazinyl, 

therein each of said aromatic rings may optionally be 

substituted with one, two, three, four or five 

^ sul^^tituents each independently selected from the 

subsoituents defined in R^; or 

L is -X-R^\^herein 

R^ is pher?^, pyridinyl, pyrimidinyl, pyrazinyl or 

pyridazinyi, wherein each of said aromatic rings may 

optionally Be substituted with one, two, three, four or 

five substit-^nts each independently selected from the 

substituents defined in R^; and 

X is -NR^-, -NH-Nh\ -N=N-, -O- , -C(=0)-, -CHOH-, -S- 

S (=0) - or -S (=0) 2- 

Q represents hydrogen, Ci_6alkyl, halo, polyhaloCi-galkyl or - 

NR^R^; and ^ \ 

r4 and R5 are each independently selected from hydrogen, 

hydroxy, Ci-i2alkyl , Ci-i2alvkyloxy , Ci_i2alkylcarbonyl , 

Ci-i2alkyloxycarbonyl , aryl,\amino, mono- or 

di (Ci-i2alkyl) amino, mono- or\di (Ci-i2alkyl) aminocarbonyl 

wherein each of the aforementioned Ci_i2alkyl groups may 

\ 

optionally and each individual lys^be substituted with one or 
two substituents each independently selected from hydroxy, 
Ci_6alkyloxy, hydroxyCi-galkyloxy , carboxyl , 
Ci-ealkyloxycarbonyl , cyano, amino, imino, mono- or 
di (Ci-galkyl) amino, polyhalomethyl , pblyhalomethyloxy , 

polyhalomethylthio, -S (=0)pR^ -NH-S (=d)^pR^ -C (=0) R^ 
-NHC(=0)H, -C(=0)NHNH2, -NHC ( =0) R^ , - C ( =NHs) R^ , aryl and Het ; or 

X 

r4 and R^ taken together may form pyrrol idinyl , piperidinyl, 

morpholinyl, or mono- or di (Ci_i2alkyl ) amin'oCi_4alkylidene ; 

\ 

Y represents hydroxy, halo, Cs-vcycloalkyl , C2-6alkenyl 

\ 

optionally substituted with one or more halogen atoms, C2- 
ealkynyl optionally substituted with one or mor;^ halogen 

atoms, Ci-ealkyl substituted with cyano or -C(=O0R^/ 

\ 

Ci-galkyloxy , Ci-ealkyloxycarbonyl , carboxyl, cyano, nitro, 
amino, mono- or di (Ci-ealkyl ) amino , polyhalomethyl,^ 
polyhalomethyloxy , polyhalomethylthio, -S (=0)pR^, 
-NH-S (=0)pR^ -C (=0)R^ -NHC (=0)H, -C(=0)NHNH2, 
-NHC (=0) R^, -C (=NH) R^ or aryl ; 
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aryl ^^phenyl or phenyl substituted with one, two, three, 
four or^five substituents each independently selected from 
halo, Ci^alkyl, C3_7cycloalkyl , Ci-galkyloxy , cyano, nitro, 

polyhaloCi-ea^^yl and polyhaloCi-ealkyloxy ; 
Het is an alipn^jtic or aromatic heterocyclic radical; said 

aliphatic heterocladic radical is selected from pyrrolidinyl , 

piper idinyl , homopipe^dinyl , piperazinyl , morpholinyl , 

tetrahydrof uranyl and t^fe^ahydrothienyl wherein each of said 

aliphatic heterocyclic radical may optionally be substituted 

with an oxo group; and said arbmatic heterocyclic radical is 

selected from pyrrolyl , f uranyl , ishienyl , pyridinyl , 

pyrimidinyl, pyrazinyl and pyridazin^ wherein each of said 

aromatic heterocyclic radical may optioT^^ally be substituted 

with hydroxy. . 
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